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PROBLEM TO BE SOLVED: To provide a combined pharmaceutical having improved 
prophylactic/ remedial effects on various kinds of diseases and capable of improving quality of 
patient's life by utilizing a gonadtropin-releasing hormone (GnRH) agonist. 
SOLUTION: This combined pharmaceutical is given by combining the GnRH agonist with 
other pharmaceuticals selected from a selective estrogen receptor modulator, selective 
androgen receptor modulator, sex hormone synthesis inhibitor, receptor-type tyrosine kinase 
inhibitor, bone metabolism regulator, cytokine/ chemokine inhibitor, and endothelin receptor 
antagonist. The pharmaceutical is concretely used as a prophylactic/remedial pharmaceutical 
for breast cancer, pubertas praecox, endometriosis, uterine myoma, Alzheimer's disease, 
cardiovascular diseases, menopause, maleise, metastasis of cancers, premenstrual 
syndrome, dysmenorrhea, metabolic disturbance of calcium and phosphorus in the bone, etc. 
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(57) mm msM) 
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ft IS 2003-1 3781 4 (P2003-1 3781 4A) 



Gn RHTzf-7. htS ERM (selectiv 
e estrogen receptor modulator) SrSfl*--ato-&T 

y/wv-*, mm&%mm* 

fiSte^> PMS (premenstrual syndrome) > 

X. 

[»#Jfi2] SERMl*?n**>7i>. yfr*J* s s 
7i>, 5V7*+y7iX TSE-42 4, SER 
M-3 3 3 9ifc«SPC-84 9 0T*SBMtSli2 

[»#«4] UHLtftC^LT. GnRH7rf-7.hO 
S E RM*©#»«i£»*£to-&T«-£-r* 

[§*#«5] *fUMSK3fl/r. G n h CD 

tM^: S E RMiOt)81i sa*^txs#t5 
^t^#SS:«i:T-5Add-Ba c k-Sgffi. 

S E RMH©#&*££»*£to-g-Tfi#-r* 

±7jft. 

M*B7] iMDI^lt, GnRHTrf-Xhco 
WSftSt S E RM*©#&*i*«*£fe-&Ttt#bT 

as * ft itT-gffimzwb b & tvn^ffi £ tt 

[W*S8] GnRHTrf-7, hiSARM (selectiv 
e androgen receptor modulator) HtSrffl^-o-fc-ttT 

[»*«9] SARMHRGD 2 2 2 6T»4I*a 
8 ettOES*. 

[»*B10] milftKWl/T. GnRHT^Xh 
t S A R M^W#S6M £ & ja&£:bttTft¥ b 

[ftftgl 1] GnRHTrfn^ h£tt*J^>^ffi 
**i*«*£*>ttTfc*l»fflR«S, ¥LS. W^AtHE* 
ffism*fcb<fia*©««WfS» ^fcteMiltgS 

[S*J|1 2] U7-tfH«* 

[Wsfcig 1 3] MAB (Maximum androgen blockade)^ 



(2) 

2 

Wkim. 1 4 ] «SL»*fc**bT. GnRHTa'-Xh 

[f*Sl5] JMUM&fcafbT. GnRH73'-7.h 

#-r5£££1#8fc<t:-f 5MAB (Maximum androgen bloc 
kade) W&„ 

io [W«81 6] ttfUbfcfcttbT. GnRH7^Z7 h 
CBI*ai7] GnRH7J-7ht8e#i!fn-» 

iiuiifl8*gfc b< \z%m<DWMnm, sfcttwssgffifcb 

20 ^^-y, -feT++>---7*. SI - 7 7 4. 

SU- 6 6 6 8. SU-101, GW-2 0 1 6£fcte 
C I - 1 0 3 3T**M*3S1 7f2ifcC0E*c 
M*fll9] itaiftl^bT, GnRH7=f"Xh 

[W*S2 0] jfil^CDPl^tHER 2*CDSS{'Jj;b 
1 9 IB«<D^|» • 

[M*S2 1] GnRH7P*-Xh£#ftsttI«gili£c!:£ 
ffl^btfT&SfljfflBUS. US. »4IE*fi. M5: 
K«t>b<tt*L«©flf«W3e. S¥ffiP§#. ^fcti*;W 

tt, * d K □ >«, a 0 SHu >R, Hrf\,r\ K p >S?. »/ 
l/KD>|f, f*Hn>t. *Ur*n>R. EB-1053. Y 
40 H529. -f 7*'J 75#>*fctof t^af y 'J >T* 

[»*3®2 3] nta«Jtlt:*fbT. GnRH7zf-7.h 
6o fcttWAKHKfeKttSLarolB^ro^RF-il&aiffllS*. 
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[f*«2 5] «a»«Jt'»LT, GnRHTn*-Xh 

cow^* i snw mum t ^m^t^itxR^r 

US, *7itimriSgJSt)L<ttajS<DK^^I»-}5&^ 
[i*S2 6] jfo4 , £>TOftHER2»<£>i@gKj£;i; 

t5a^btTfi#t5«*a2 5ts«co^i» • ism 

[W#«2 7] ni¥LKjWl*fLT, G n RH7^-X h 

[8t#5i2 8] GnRHT^-Xht^ htl-i> 'ir 
[Ijf#«2 9] m^mmznVX. GnRH7rfX7.h 

ow^atiH' h*-r > • >mmm<vm%imt 

CW*«3 0] lfil4 | CD^J^HER2»Wjftffi^C 
T, GnRH7rf~X KOWxftMt+M' > • ^ 

2 9 ib^cd^k • fernum* 

[SM3 1] GnRH7J-XhtI>h't'J>St 

[M#«3 2] I>h't'J>Stft:7>^^XN^7 
H7t>^X YM- 5 9 8, TA-020L Bos 
entan, SB-2 1 7 2 4 2, SB-20967 
0, TBC-1 1251, BQ-123, ABT-62 
7 SfctejS 

Cyclo C-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-] 

CiSt, Asp(Rl)tt77.A°^>|&/3-4-:7xx;Hf 
^5y>7S b*5Sg£, Thg(2)»2-5 1 x-;i.^U -» 

[gt*JS3 3] "ia»tl(r*tLT. G n RH7J-X h 

C»*^3 4] Gn RH7i-X bifl% 5£ 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
(5£*, YteDLeu. DAI a, DTrp, DSer(tBu), D2Nalfe<fc 



(3) 

4 

tM)His(ImBzl)^e.M«n^SS^, ZfiNH-C2H5^fett 
Gly-NH2Sr^n^n*T. ] TgfrSns^^ b'3;*: 
tt^-CD&T&3§S#JSl. 11, 17. 21, 24, 2 
8££te3 lfB«t<DE«„ 
[i*53 5] GnRH7^Xh*!, 5£ 
5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5 
T'«$n^>^^ K©g^i£-e&3W#3!3 4fB«(7)E 
«. 

io msb^mthxmm-r sw^i, 11, 17, 2 

1, 2 4, 2 8 £.fcli 3 1 IEtSctf)Elio 
[»*«3 7] ^ttSa^»^V-rirp*^-fe;i/T 

[0 0 0 1 ] 

mw<Dm?z>&ffiftm] *mm. g n rht^t— x 

[0 0 0 2] 

20 HS£*<D&«] LHRH (t>L< UGn RH) iLTftl 
^tBStt-SLH (H#^fi!c*;l^» iFSH WBSffl 

n^>„ Z(DZ£$:mmVXGnRHi?m&m-?Z><k'59>} 

&&8imtei:<nmmmiiLxmmmm2t\x^z>. 

[0 0 0 3] 

[%BJ^^LJ:5 fr^)R^] G n RH7 

SfcQOL (Quality of life. £f£cofl) ^r^lJb^-e- 

[0 0 0 4] 

40 S^^-r^fcJ&(cSi«^WS:M^afc^*, G n RH7 
rfxxhiSERM*, SARM^. tt*;i^>-&fi£IH#3i, S 

u >s§»7>^izx h^e>a«n^^ti$:#ffl-ri) 

««JA«. GnRHT^fxT, htr«t^>^a^ 

50 BJte, 
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(1) G n RH7^-X h <h S E RM (selective estr 
ogen receptor modulator) ^<»:£iii&#.-&*5l±T&-5?l 

f£, PMS (premenstrual syndrome) , £^HH^£ 

(2) SERMi^7D^->7iX 7*l/*i'7i 
>, 7V7t+->7iX TSE-4 2 4, SERM- 
3 3 3 9*ActtSPC-8 4 9 0T**lWC (1) IB* 
©E* ; 

(3) ^SrtKffij&afftOSMIWJBfflc*©^*-?** 
me C 1 ) fB«©Elg ; 

(4) UlAftftKWbT, GnRH7^h©Sli 
<h S E RM*©W»*£Sia*£*>ttT«#'r* C £ £ 

m. rry/N-fv-n, trass**, m^wr*, * 

£Mf. PMS, £&H)t££&tt*;i'&'9A 

• 'J >#ftWP$S©^l» • fetitttik ; 

(5) i*?L»jt|{;:*rLT, GnRH7^-7hOtM 

t s e RMS8©^r«i*t *a*^to-&Ta#-r* c t £ 

1titt5Add-Ba ckiS; 

[6] «A»«K»UT, GnRHT^-T. h©W^* 
tSE RMiOtM £ ^a*^t)*Tfi#t5 £ t s 

m ; 

(7) HMLlM&fc:»LT, GnRH7^h©til 

* ; 

(8) GnRHTrf-xhiSARM (selective andr 
ogen receptor modulator) Mt&1&fr£t)-&Tf3; ; bfii! 

(9) SARMi^L GD 2 2 2 6 Tfe-SMIB (8) IB 
«©E^ ; 

(10) Pt¥L»WC*fLT, GnRH7^Xh©fi 
«£SARMSS©#»*<i£»*£to-&TK#UTtt:4 

(11) GnRH73-Xbt&*)l : Z>£f$.mmmt 

£tt*£to-a-Tfc3ttffl**, ass, #nt.mm*&* m 
tea&©fe#©^te • mmmmm ; 

(12) tt*;l^>£j^**>&*U7-1?IH«F*T** 

(id mm<D&m ; 

(13) MAB (Maximum androgen blockade) j^ffi&lT 

»*i&ae (id mwiomm •, 

(14) «fLft*fcJ*LT, GnRH7^X hOti 



(4) 

^t^^t-r-sttsasjs, ass, jttfflRHtfcffi. ma 

(15) m%WimzMVX, GnRHTrf-X h©W«& 
ilt$:1tSitt5MAB (Maximum androgen blockade) 

(16) Bia»4&fC*fLT, GnRH7i^F©t5ii 

IWiS ; 

(17) GnRH7^hiSt*Ifnv'>*t- 

■ifH«Fii.i:*tt*^t)-a-T**wi[»)B, ass, flfttJR 

(18) S^ffl^n^^-lffflSfcaW-r^- 

!7\ -fV^--7\ t7+D-^ SI -7 7 4, SU- 
6 6 6 8, SU-101, GW-2 0 1 6*7cteC I - 
20 1 0 3 3T$>^)S(ffB (1 7) IB«<75E* ; 

(19) HML»ftK2*LT, Gn RH7J-X h©#2j& 

teaSS©^©^ • iMWtt ; 

(2 0) jftt(f»COoIJSftHER2*©aa[^lt:CT. Gn 
RH7^-X HOtMtS§*S5 : a-»*t- -KB 

#«©*»*t*ii*^*>«Ta*r*i(iB d9) ib 

*&©^l» • fe«2r& ; 
so (2 1) GnRH7J=7hitft»«IKtSt*^ 
to#Tfc*ttfflK*» aSS. ffl:£fl£!E*SE, MAJBtSSfc 

(2 2) tft*i»**«7U>Ha>». x^h*P> 

?DKn>i, /^5h*p>^. t;^KP>®. VH« 
P>H. *'J Hd>1, EB-1053. YH52 

iria (2i) wMnmm 

40 (2 3) *aib#)(r*fbT, GnRH7^X h©Ws& 
WfflKfc. as, MiB&HTcSE, ffi^M 

(2 4) GnRH7^7,hiM«SitSa*^ti 

(2 5) B*¥L»Wr*)LT, GnRHTrf-7. h©W5» 
so ItMIS«0^1t5to^btTS#t*^t 
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^wbm. wftj»«t>b<ttfL*(ofBa?i5B. *fc 

(2 6) jfo^CDl^fcHER 2 JSCT. Gn 

^fc-a-TS-rrSWIE C2 5] E*©^!* • fe^fe ; 
[2 7] nia«J^Jt'*fbT, GnRH7^h©fi 

[2 8) Gn RHTIJ'^X N£1M h;*H > • yt*-f 
[2 9] n$¥L»#Jt;:*fLT. GnRHT^HOf^i 

[3 0) iM't'COPligfbHER 2S©«££j£i;T. Gn 

«©^l» • »«t?Tj5fe ; 
[3D GnRH7^^tI>KtU>§§#7> 

[3 2) I>Kt')>S$ft7>^^Xh?!i!7K7t 
>^>, YM-598. TA-0 2 0 1, Bosent 
an. SB -217242. SB-209670, TB 
C-11251. BQ-123, ABT-627 
j£ 

Cyclo (-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-) 

(5£*. Asp(Rl) \Z7XA7*>WtB - 4 -7xx;Utf 
^•^>75 K3»££.. Thg(2)tt2-^X-;Pi7'U->> 

U»>AlftT**l»IE [3 1) fBttWB*; 
(3 3) HML»«t»bT. GnRHTrf-7. b<D^%) 
SiX>H-t'J >S*#7 h<DW^!)*i€rffl 

*^to#Ta#-r*j:t*«f*tr*iW3t»*. mar 
m ; 

(3 4) GnRH7^XW, it 
5-oxo-P ro-H i s-T rp-Se r-Ty r-Y-Leu-Arg-P ro-Z 

(5£4>, YteDLeu, DAI a. DTrp. DSer(tBu). D2Nal*3«fc 
tKDHis (IoBzl) frSHtftl-S^S^. Z ttNH-C 2 H 5 S fctt 
Gly-NH2 £*-ft-en^1\ ) 

H*©«[T**IMa (1) , (11), (17). (2 

i) . (24). (2 8) a-fctt (3 1) mmo&m ; 

(3 5) GnRH7rf-X 5£ 



(5) 

<? 

5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5 
T«sn*^:/^K©B*ittTa*1»E (3 4) |B«c© 
EH ; 

(3 6) Gn RH7J=7 h*MttBfflifctti»a 
^tbT^ffl-rSWIB (1) , (11). (17), 
(2 1). (2 4), (2 8) (3 1) fB*c©E 

(3 7) ftftttaS^ttiT'f ? n*^?»5l» 
IB (3 6) E*©B*&£C«-r*. 
io [0 0 0 5] 

mW<Dgzm<»M1fc] GnRH7^ZhtbTH * 
;W : E>«#tt«l«. 4*Ktt*;l' ; t>&SFte* («, Wit 
BUS. ^Kffi. Ta#M*a:» , WitRflE^: 

20 l:fMGnRH7^-7h!iW?>n5. $ 

SCSMt^ttSttTftS^Gn RH«SttT*4 
MtfcHiittilS^i'Ct^GnRH?^^ 
#§tf£*t3o GnRH7rf=^KOAffWtUTtt. 09 
*Jf. MJ — £-fX GnRH 7±U^ : 
3>h7A'-/X 7>b* A—T.-^^y-^Zf (Treatm 
entwith GnRH analogs: Controversies and perspe 
ctives) [/Wfy> fVJVv s s>*f !f)V—-7 
(«0 (The Parthenon Publishing Group Ltd.)^ffl99 
6*] , #«¥3-5 0 3 1 6 5*&«. #i¥3-l 

so 0 1 6 9 5§, ^7-9 7 3 3 4§*3iffi8-259 
4 6 O^^&t^fBiRSftT^^T^ KHW**tf 6 

[0 0 0 6] Gn RH7rf-X HibTtl #Jx.tf. — 
(II) 

5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

(5£f. YttDLeu. DAI a. DTrp, DSer(tBu). D2Nal£J; 
tXDHis (ImBzl) «» &atfn*a**, Z (iNH-C2H5* fete 

KSfctt-€-©*ttif**ffl^6n*. mz, Y^DLeuT, 
40 Z^NH-C2H5-r*^^7 P ^H^7cH-?-©^ (fiP*>. 5-oxo 
-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5TS 

MGnRH7a*-7. htLT^il^bfe^y? 1 h* 

^>«^. (M. tttt. fifelS. 5fi^. . 
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is, #ji/X?a, vy^v>i7A^cD7;^ , j±ia^s^ 

2) (09. h'Jlf^75>*Ot*7S> 

[0 0 0 7] Gn RHTrf-X hiLT, ±tB©Uo.— 
7oX)> (B8'Ja-ynvU» 0ffit»il/^ft 
^0ilibT«. (1) rf-feXIXGoserelin) 



0RB#Mtf§4 1 0 0 2 7 4^, 5 2- 1 3 6 1 

7 2^) > (2) y-feWJ>(Buserelin) 
[ft 2] 

(*a#WNo. 4, 0 2 4, 2 4 8, S/ttfHB 2 
4 3 8 3 5 2#, #WBaft5 1-41359 . 
(3) hU^hl/'J XTriptorelin) 
Mt3 3 

(*H#W^4 0 1 0 1 2 5 if, #WBS5 2-3107 
3 if) . (4) t77 XIXNafarelin) 
Ht4] 



(#H«rH«4 2 3 4 5 7 1§, 5 5- 1 64 6 

6 3f, IWIB36 3 - 2 6 4 4 9 8 if, P3R36 4-2 5 7 
9 4^) , (5) tX h WJXHistrelin) 

[ft 5] 



(6) x7.Pl/UXDeslorel in) 
[ft 6] 

(*H#Wm4 5 6 9 9 6 7if, H4 218439 




70 

if) , (7) ^T-U-UXMeterelin) 
[ft 7] 




(PCT WO 9 1/1 8 0 16), 
> (Gonad re 1 in) 
[ft 8] 



(8) d^Fl/'J 



(F-f *mm%2 2 1 3 7 3 7§) fc£, SfcH-tflS 

[0 0 0 8] ±IB(DGnRHTrf-7 > F (JfSb 

5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-P 

fc^TGn RH7^-7 h**V»tt7>^=f— Xh*iS[ 
v>. iJi-^ni/U^fcli^o*. J; 9 # Sixties 

[0009] mi. ^^-t^wttstiawnf *nt*«T 

*5">AO«fc"5*«»?W. vat, JL«*fc»t-9-y*U 



(7) 

11 

m D-v;nfh-;k D-v>xh-;k « 

fk^-hu^A^i') &»wiv»sn, m^tzmmm®) 
*d. 7;io-;u m. x^y-;u) . #'J7;i- 

p-;u («, ^nt:k>yij3-;k #gifi/>yg 

8 0 (TM) . HCO-5 0) ^fiifflbTfeiK 
iftttiS tbTte. 0yAtf. rfvfft. *aiA&£jWSV>5 io 

ft, «p*wnaaT**ftA»»^>5?;k "?>s?;pt;p 
. mmtM mz-i*. mt'oifim-'? 

A. mm^uts^ yts.ii) , HEM thMt 
^>v^7;io-;k 7iy-M£) . & 

±|B©GnRH7rf-7> h (ffSKtt. 'J a- 20 

0-100516 #I!B3 6 2-2 0 1 8 1 6^, It 
|?4-3 2 1 6 2 2f, 4#W¥6- 1 9 2 0 6 8f, 
#M¥9- 1 3 2 5 2 4#, #OT9- 2 2 14 17 
^ #M¥l 1 -2 7 9 0 54^, WO 99/360 

0 9 9^*tt£fcaE*©^rjSJr«t>T«ji-r*t£j5» 

T£3= ±E©»*tt»ai|0't'Tt>, #l:#l«¥4-3 

2 1 6 22fCEtSnt^5 r2*^K±t3tofct)T 30 

•t;k «W£L<jBv*&tt*. 

[0 0 10] ±fB»»^V<i7P^7 p -fe;KDMig*ffi<D 
-^J*«T(CfS«c-r^. *CGnRH7^=7h 

*b<ti*KUi-7 p Pl^U» &®2 0%fcV>b7 0 
% (W/W). #£b<te2 5~6 5% (W/W) , «fc 0 
!fib<li35~60% (W/W) dftfr&g 
T&ftt;£-tf7^>. **^W*Stt7S 

flawm*»*t>u<Hjiiiu rt^ffliSi-r^. zn « 

5.©rt*ffi^ftCtt. GnRH73*-7.h (£?icb< 

HiSSSfltbT. ^i, B^H. J^a^l. *X>R, U 
>*. ffi&> zMMfc^MJtfA, 7;k^->. US»* 
J:IfltftS0ttfc£*«llLT'bJ:V». S6ICG 
nRH7rf-7«h (#*b<tt, Ua-^Pl/U 

iOffiKttSi'Ja-^nkU^) CD* 

S^JtbT. 7;>7=>. -tf^x ?x>$. 
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6 ft 3 /< 5 **->*A*iiXr^» U y * 
up^;-jk ^Pir-^&^SrgsflqbT&.k^. 

ifi)J;5l:l/Tf6^rt*fl«*. 

tr**(«i«)f tan*. -3VvTSLflsltff*tfv», w/o 

[0 0 11] ^COiotlbTI^St^n^W/O 

3 > s v-r * n # y°±Mtxm Ktt-r 5 **, 

«, KW/OXV;k> a >£££Kfg3fflg©*ffl*t;: 
an*. w/o/wi©3«iy;Vv'3 

ttffi* v^>p#7"-tr;P£W© 

flfcbTtt. — SII$£&0/WIIVJW/3>^M 

>*Bfett3W(*k'f >K^-hU^A, Xf7U>lt 
MJ-JA, ^U^StBW-HJ^Afcaf), #-f*>tt 
#ffi«tt?fiJ(^U^^vX^^>V^b'^>flif»KX7. 
x;MTween 8 0, Tween 6 0. 7h7X/Wy-tl, 
#U**vX^]x>fcV->jftl8##:[HCO- 6 0, H 
CO- 5 0. B3tt*-3#;kX]fc£). a&5W£#Ub*x 
-;HfPUH>, *U \i--)V7)Va-)V, tDltficzs 

*3-)i-t)in—x, vy^y. ^y^-yuEifimi^ 

fflitfciK mmofoommt* *ao. oix*»6 2 
o%(D^ffl^e>®fi:s^T#. «to*f* b<ttj^o. o 

ft. yP^^^JtH^. 

/O/WIIVjPya >^>5r{'Sn^bTfi : 5<h^B# 
[0 0 12] ^roi5f3bT#e.tlfcV-f ^P^T^-t^ 

^C.^«tafeS^tt»jabT^©bfe^, v-f^p*^ 

-fe;KD«ffifr^#bTV^jffi@|C0GnRH7P*XX h 
(»*b<»4, UWnl/'J >*fctt-€-©*, ckOff 1 

*b<«^'ji-7 p p^u» . mviu&mm* %\t 
(fctAtf. v>xh-;u. y;i/t*h-;k 7?N- 
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■ / \~/^ ymz^vrnvmumftL, 3 7tM->a> 

*«xoi»*, i&«©JJSif8££fT5„ ft^^ce^H*©* 
*£»<fc»fc, KjR|»jI:asilPA.Tt>«fcV». ±tBT# 

0. 5~1 0 0 0 /im©IBHa**tf 6*1, ±Dff*L/<tt 
£)2~5 0 0 /zmOl6iBt*4^<k**a*tiS.' MM&. 

0 timftt&mz.fo&Z.tWM&.V^o 
[0 0 13] ±B**HF*£*iLTtt, £#I*J#« 

*>$gi (M, U>=flW . o-fcKB+i/b'J*** 

Sfctt£ft&©»£* ; #U (a 
->7/7J"j;WRX7f;i') ;#U75 7K (09, # 

(M, ^fU>-7W>I*I6# 

fc, ±Ea-t KP^v-^/TJ^^gi, o-fcHn 
*->v#;i/*>&«, a - k K h U 

^^rtcjt^ffitt^^swraa^, d-, l-, d w 
L-tetD^-rnzm^-cb^o ^*i6co*T'^, %m 
-?vzi-)mm&fc (^r, #y (7ffF-co- 
^umjh*) , #y (ai-co-yja-;n) 

- (fi^#) stf3#u7- ««wr*. 

* K fc £ t . * 7c ^ u a # >J v - n £7 y p 



74 

iXfW fc&MffSl/V*. £6tc$?i;L<f4, ¥L$- 

tbTH 09*. tt, (09, ^-h'J^A, *y^ 

;k&'J±8£JRfc£) (09, N'Ji^75 

>^©fi75>s, >#©*»* ts/iim 

I?) &££©&, (09, MSG, 

£) £©«43<fctf$gjfifc£7!>s*gtf6tt5. 
[0 0 14] £#rt#0tt*y V-tbTlLBI-^y 31 

100/0-R40/6 0*W*l/<, »100/0~ 
10 5 0/5 0tfJ:Dff£LV>. £7c, 2*fl«_hCtofc 

ttflcittt. D-#/L-# (.W/^JUX) ^7 5/ 

2 5~®2 5/7 5CD*6B©*>©a*0?Sl/V>. ^©D- 
ff/L-# i=E)V/^:)V%) #fc*U6 0/4 0~*S 

3 0/7 0©*5ffl©fe©*^ffl3n-5. rj|jl-ifij 

n-j^i^^j o««w»^»±, a«> , o 

0 0 1 0 0, 0 0 0, $fJL<lil53, 0 0 0 
6 0, 0 0 0, $6iC»*b<t4i^j3, 0 0 0~i®5 

o, oooowiusn*. sfe. 

1%^«/St¥^^«) tt, ifi#ttl. 2~*54. 0 
*«»*K. SSCttlill. 5-3. 5*««rt:ff*L. 

»^#©W4«» (^A) *fcoa#tt 
2 0~*5 1 0 0 0 uml (v-f^p*;W ^fiFSK, 
$6ir(4^j4 0~*51 0 0 0 /zmol (T^f^D^W 

itf^MRKttt, M*¥^^»*U, 110, 00 
0, 7 0 7, 0 0 0, 4 5 5, 6 4 5, 3 5 4, 0 0 
0, 1 8 9, 0 0 0, 1 5 6, 0 5 5, 9 8, 9 0 0, 
6 6, 4 3 7, 3 7, 2 0 0, 1 7, 1 0 0, 9, 8 3 
0, 5, 8 7 0, 2, 5 0 0, 1, 3 0 3, 5 0 4O1 

5 ««©¥#«# y x^i/ bTy;p/\ s - 

5I->3>J?D?h^7-f- (GPC) T'MTZVfz 

v. SliEtt, i^iSGPCgS HLC-8 1 

2 0 GPC, *ffl^iCtt*^IBJf*KJ:*) , GPCA 
7AKF8 0 4LX2 (Bgfn«X©) Srffifflb, 
£ bX^PP*;l/A5rfflV^ 0 o?tjittlm 1 /m i nT 

[0 0 15] ±SWi6iC*;^+->Jl'aii:tt7^ 
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7-fchxh'JA- (v/v = 4/9 6) II2m 1 \Z^M 
U 0. 0 1M o-^hn7xZjkt h'7y>Itl 
(ONPH) 8ft (5Nlfii?/7-t h-h«j;i//x^y 
-;P=1. 02/35/15) 2 ml tO. 15M 1 
-X^;i/-3- (3-y/f*75 7^PlfJl') -TJ^ 
ii K^JfiigiS (t'J-^>/I?y-^=4v/ 
9 6v) 2m 1 £^T4 0t;T3 0#£J&2i*fc&i§ 
&£®£T3. S&£*Sfc (40) L£SL 7-fchxh 
l J*2mlTig«L > 0. 5mo 

*^fb*U^A^lm 1 £iinAT6 0tT3 0#Rjfo 
Str^o 1 . 5 Nfcmitj- h U ^ATKigifStT^ 

tbTYmltL, 1. 5N*Hffc^-hU^A*^S 
***£'l/T5 4 4nm*3ttflEA (/cm) 

dl ut, *<Dm.mt> 
)i#*~»i<mm cmoi/L*7;wustm 

JfeONPH7^;HtSTDL-Mk K^^Kibfc 
it05 4 4nrafM^B (/cm) • 
£-#©J|iftSfS (if 5 A) »fc«3©iftll©*;i/#*^ 

[COOH] (mo 1/g) = (AY C) / (WB) 

& h;px>- 7-t h >- * 9 j -)im&mm\zmmv, 

[0 0 16] K rftR-^ijn-;i,*a^#j it. mz. 

5361-28521^) h* t^J 3 U h* 

(Encyclopedic Handbook ofBiomaterials and Bioengi 
neering Part A: Materials, Volume 2, Marcel Dekke 
r, Inc. 1995^)T'8JifiTi*-5o ±.V&(D'£%l<Dfflmm'& 

#Jx.tf, EP-A- 0 8 3 9 5 2 5^J3E«OjPzk»» 
OMigS (^A««»!«IK7KSiffi^ft, 1#I«FB6 1-2 

8 5 2 m&m&m) tmm^m^tzitttwzmctz 
ismz&K)M.m.-?%%. &?^9u%y'^)v*mmt. 

TSKtt, v-f 9 U13 Tween 8 
0, HCO-60, ■Z>jm*zs*^)V-t)VU—X. 7)1 
h'JCA&£), *^;P/t?"«>, 



(9) 

[0 0 17] ±|E©Gn RHT^fxT. h («F^L<(i, 
"Ja-yDl/iJ>*fc|«OS, ±t)ff*b<UIM>J 
a-7*Dl/iJ» £#*rLT&3>?J (»*b<tt, 'Jo. 

LT*><sgffl£ttfi£„ ±BH»l®tt#*tt, Gn 

RHT^Xh (ff*b<tt, 'JrL-7 p Pb-'J>*fcti 
^©«, J;D»*L-<«^ l Ja.-7 p Pl/U» ©^ 
*, 8^ GnRHTO*XXh (»*b<«, Ua-^ 

20 uu» aftttftM. £##*Mrttl[0!l. fiJfafl^ib^ 
(«. fcK v^X, 7yh, £U-=£. t7-/, 

^V^t*)] t3«fcD tt* iGnRHTJ 
X7.h SfSKli. 'Ja-yni/ij>$fti«o*, 
i0ff*l<l»t l Ja-7 , nkU» ©E*<hL-T© 
WS*«T*fttfJ:V». fctAtf. ±e&ifaift9LIM0l;:i 
IT, *S0. 0 lmg&^L lOOmg/ 
kg#S, $?£b< teiftO. 0 2mg&^L-5 0mg/kg# 
JL SSKfi^l^ttO. 0 5mg&^L- 2 Omg/kg 

30 tffl»atl/Tfi4t5«^. fcAOffl&MHK©** 
«MS6 0 kgfcl*fb) K&l^Tte. -HKCO^GnR 
H7^X7.h (#3:L<W:» iJa-7 r DU'J>*fc»« 

©&. ±(5»tb<ii»8'ja-^ni/u» sanma 

0.0 1«>6S 0mg@g, »SL-<ti*fj0. 1*»620 
mggS, ±D»*l/<li«0.1*»6 15mgi*S 
ST*-5^«S6^(*3^e#-rn««J;^. Sfc, ±ffi©G 
nRHT^XXh (jfJKH 'Ja-T'ni/iJ^Sfc 

(r-(Hl©^#$:fT5»^tc«» ^A©W5tlSffi©S# 
(M6 0kglI}fL) Klcfcl^T, -[ilfClO^Gn RH 

0.0 1*^2 Omggg, !ifSL<H«l0. 1*^10 
mggg, ,t!)Jf$L<HI50. 1^5.5mgiSS€r^ 

Tfe^^«®5^rt('S-^-rn«±<. ^3 »^ 

so (#:B6 0 kg(r^L) tCi5^T, -01rc)€GnRH 
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t&, =to»*L<n^ i JrL-ypuu» smut® 

0. 1**6 3 OrnggflE. iff ^ U < ti*?J 0. l*520m 

a. 

[0 0 18] WEl/ftGnRH7^r*il*OflfI 
X t 5 d <h ir J; 0 , (1) G n RH7J- 

■r**. (2) *&©sg« (eg. s-e&t*) fcisc 

J&tT**. (3) GnRH7:*-*H£tfUfltM t a«»& 

sflMiaMaw-ftctfciD, iWi«iB**<«3e-r 

SHSHi**-?**, (5) GnRHT^hiflffl 

(6) GnRH7^-x b tmmmt&mmtzz t\z 

±0, Add-BackifttfpJitW, (7) Gn 
RH7rf-Xht#ffflHt*#ffl-r«>ittr«t0, MA 
B (Maximum androgen blockade) tiR&WoJtfciifc 3, 

[0 0 19] fitT, GnRH7^Xhtiffli©I# 

(1) Ura-f Ftt*ftM*^f n-f HttO) «7> 

(A) ft#0<J 

7^5 b\ »yT2»f7, K, SARMi 

(ft. LGD - 2 2 2 6) &£. 
(B) 

2. 
(C) 

(DMAB^s^Bjie^^^o 

<3)Add-Back*fti}«Blil:a5 (SARMl) . 
®UtK- SSM. #^if-v©|iJ#ffl©gM (SARM 
X) . 

[0 0 2 0] (2) (Xfn^ Ktt*ftll*7fP'f H 
(A) A#0| 

^^•>7i>, SERM1 (&U 7D + y7iX 7 

>, TSE-4 24, HMR-3 3 3 9, SERM-3 
39, SPC-8 4 9 0. HM-101, SOC-84 
9 0. WAY- 1 4 0 4 2 4) , 7;KXf-7>h, ER 
down regulator&ifo 
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(B) 

9Lff. £#Xfl?9e&. f T^ffiM, 

(C) Xft* 

(Dmaximum estrogen blockadeS£f£A r 5J#6&;:;5:-5o 
©Add-Bac k*ffi«*^IIEC&<5. 

[0021] (3) it^mmm 

(A) ft#09 

<b#«}*ffl<i:LT«. 7)v*Mtm 

-f i'n7*X77SH (Cyclophosphamide) . -Y7;*7 
775 K (Ifosfamide) ) , TCHffSStSiJ 77 
20 M/+t-h (Methotrexate) , UFT, b-7)V*u 
V 9 is (5-FU) ) . Vm^^HaK <«AfiV>f 
hv<-»C (Mitomycin 0 , 7K'J7^-» (Adr 
iamycin) . ^nvf-» (Peplomycin) ) , 

V— M . K-t^^-t;K /^U^+-t;k DJ-927. TZ 

T-1027, DX-8951f (Exatecan) , DE-310, ->7.^7^> 
(Cisplatin) , AJ^7°7f>. xh#*vh\ ^> 
HX*^>, *y7°^>. 5 W>Ho> (Mitoxa 

ntrone) , Zfufjjvn-jy. 77V*+>->, M^V-f 
so >, hU3 7x>. 7l'7.f 1 >\ -7^- 7 77, tf-W\* 

X-Jk U>^:J->, y l /7-f7>St*^ffl^?.n2>. 
(B) 

'IWfflWK. 9UB. mfflR«t>b<f4IL«©*aS«Jft 
£. 

(C) ttJK 

[0 0 2 2] (4) Bo-l/^^-KIf* 
(A) 

40 <D5a-l/y?4r— £2B1FX 

W0 9 3/2 3 4 2 0^fCC«Ofl;'&». WO 9 5/1 
1 2 5 4#HC*©{fc^», 4.7/J-3>*^JlHh7U , -5 
a-3^^>-3-^X 3-tf*V-4-7+M. 
^-16/3-(4-^o P 7x7 *-»-5 a-7> h*P7:7>, 3 
7 -4-71f -4. 7 /3 - v> 7 ^ JW- 1 6 0 - ( 7 r 7 * -» -5 
a-7>FaX^>S:t'. 
so (D5 a-V99 9—M 1*5<J;^5 a-U-^7^— tf 2 <D~ 
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mmrnrn 

wo 95/0792 7 mzte,m.<D<t-&<to. 

7*?-l 7 /? - (2. 5- h- U X )V* P * =?)l 7 x-f )V - # )W 
=E-1M-Sa-7> FPX^fci*. 
(B) 

ffi£K& MitBgiE^ffi. ®#»¥fgffi, mtmm^m 
(o a* 

®MABS?&&<Tirti£&3. 

[0 0 2 3] (5) a-S§frIil 
(A) 

>, tDh'yX 7^:7 75 >fc<fc\ 

(B) fcr&g;* 

(C) $1* 

[0 0 2 4] (6) 7D-7^-fIti 
(A) 

777. Hp7— )V. khn7— ;k 7^>7a-;k x 
(B) 

(C) 

©maximum estrogen blockadeJiffi^'BJtbt'^:-5« 
[0 0 2 5] (7) 17j5-tHn^rn-fKK* 

m&mmwm 

(B) 

(C) ft* 

®MABi3«t7/maximum estrogen blockadeiSffe^'BIfib 

[0 0 2 6] (8) BJfM&7>Kn7>£±IBS* 
(B) 

K£. ^SJttM. W4»*t>t<tt?L«©IR«B3S, 7 



(C) *&* 

(J)MAB*3<ttXmaximum estrogen blockade^ffi^Bjfg 

[0 0 2 7] ( 9 ) tt#;wE 
®'J7-flSi 
,o (A) Aftftl 

7f7fnx (±) - 7- (5-* h*->^>7 

[b] f^7i>-2--f;l') -6, 7-yth'D-5 
H-fcfDP [1, 2-c] -f 5 77—^- 7-*— ;K 

(±) -7- (5-7Jl/^D^>V [b] f*7i>- 
2--f;W -6, 7--^t HP-5H-tfPP [1, 2 

-c] 'f$^;-;p-7-t-;K (±) -7- (4' 
-7;m-p [1, 1' -tf7i-;H -3 — r;w - 

6, 7 -i?t KP- 5H-tfPP [1, 2-c] -1*57 

7— 7 (±) -7- (4' -yjvtn 

20 [1,1* -t'7i^] -4— f;W -6, 7-yfc 
r-*P-5H-!fPP [1, 2-c] -1*5 77— ^-7- 
;*— ;k ( + ) - 6- (7-tFo4ry-6, 7-/k 
KP-5H-tfPP [1, 2-c] -1*577— 7 - 
-N-^f^-2-t7^5K, (±) -N-X 
6 - (7-kKn+y-6, 7-/LFD-5H 
-fcfPP [1, 2-c] -1* =77-;i/-7 — fM -2 
-t7^5K, (±) -6- (7-tHP + y-6, 7 
HP-5H-hfPP [1, 2-c] -1*5 77— ;W 

-7— i*;w -N-- i*v7Ptr;i'- 2-77^5 h, 

30 (±) -6- (7-tHD+y-6, 7-yth'n-5 
H-tfPP [1, 2-c] -f S.W—JV-7 -4)V) - 

2—ryd'^\ t . (±) -7- (4' -7;i/*P [1, 

1* -k'7iZJH -3— 1*;W -6, 7-yth*D- 
5H-tfPP [1, 2-c] -1*5 77—^-7-*- 

;k (±) -7- (4* -yjv^ru [1, 1' -f7i 

x;i/] -4 — f -6, 7 -yt h*P- 5H- tfPP 
[i, 2-c] -i 5 77-;u- 7 (±) -6 

- (7-kKD*y-6, 7 -y*t h*P- 5H-tfDD 

[1, 2-c] -f 5 77-^-7— 

40 - 2 -7 7 3? 3 h\ (±) -6- (7-kh'n+y- 
6, 7-yb KP-5H-t!PP [1, 2-c] <57 

7— ^-7—010 -2-7773 f. (+) -7- 

(4' -7)V*U [1, 1' -t'7i-JH -3 — T 
-6, 7-S?t KP-5H-tfPP [1, 2-c] 

-f57/-;i/-7-t-;k (-) -7- (4' -7;w 

*P [1, 1' -h'^xXJH -3-<;w -6, 7- 
>?t Hp- 5H- tfPP [1, 2-c] -1*577— )V- 
7-*—)l. (+) -7- (4' -7;m-p [1, 1' 
-f7x-JH -4— f;W -6, 7-v*fch*P-5H 

so -tfpp [1, 2-c] -i*5 77-;i/- 7 -*— ;k 
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(-) -7- (4' -7)l-*a [1, 1' -t'7i- 
;U] -4— f;W -6, 7-ytHu-5H-tPP 

[1, 2-c] -f s^\/-;i<-7-:*-;w, ( + ) -6 
- (7-kKo*->-6, 7-^bh*P-5H-tfPP 

[1, 2-c] -(Sy/-)i>- 7-' f)V) -N-*^ 
-2-t7?SF, (-) -6- (7-tFn+y- 
6, 7-S?t KD-5H-KDP [1, 2-c] -f 5 y 
>J-)V-7— 1)1) -N-^^-2-t7^SK, 

(+) -6- (7-th*P+v-6, 7-yhHD-5 

H-tfpp [i, 2-c] -fsy7-;i/- 7 — oio - 10 

2-t7^SK, (-) -6- (7-tHo*y-6, 
7-^t: h*P- 5H-tfPP [1, 2-c] -15.¥V- 
)V-7--i)V) -2-t7^S Hft£OU7-e (C 
1 7, 2 0- lyase) BSJS&£. 
(B) 

(C) 

®MAB*3J;Z>*iDaxiniui estrogen blockade-Stj&^nJfg 20 

[0028] (1 0) vtummmmmm 
(b> Mm&m 

(C) 

30 

[0029] (1 1) ?u~s>o/vWutmmm.&m 

(B) 

(C) 5a* 
®*§*2S£, 

[0 0 3 0] (12) 

(a) 

nw^^ym (m. MPA^a . 7>Kpy>m, 

(B) 

(C) $H 

®MAB*ft)J«Bllifrtt«. so 
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[0 0 3 1 ] (13) amitm? p -> - fef BSH 

(a) 

y7^^7" Wl/y* (iressa) TM) , *->;p«>f 
V^-y (^ij^y^TM) , OD I - 7 7 4, irV^ 
■y-n^, SU-6 6 6 8, SU-101. GW-201 
6, CI- 1 0 3 3, t^+yVT", 2- [1- [3- 
[4- [2- [(E) -2- {4-Y*)7)V*U**)l 

7irjn it^m ^^•y- > /-^-4--f;u] * 

y7irj|/] 7"ntfJH -lH-^5y , /-;l'-2-'f 
;W -l-X^Z-jK l-{3-[3-({2- 

[(E) - 2- (2, 4-/7Mn7i-;l') X^- 
710 -1, 3—**V/-)l-4--1)l} * 7 

1- JH 7"Pt;;H -1H-1, 2, 3-hUT 1 /- 
)k 1- (4- {4- [ (2- { (E) -2- [4- 

(h'J7Mn^f;W 7izjH if-iH -1, 3 
-***»/-;i'-4— f A-) *h*v] 7iz;h 
;l/) -1H-1, 2, 3-hU7y-Jl/, 2 - [1 - 

[4- [4- [ [2- [ (E) -2- (4-If^7i 

-jv) xx-;u] -1, 3-**v/-)i-4—i)V\ 
*h*->] 7irjw - ih — rs.y*/—)u- 

2- <M [1- [4- [4- 

[ [2- [ (E) -2- (2, 6-/7M07z^ 
;» ifrf] -1, 3-^-9-^-^-4— f;H * 
h*->] 7ir;H y^;u] - 1 H- 1, 2, 3-hU 

77-iK 3- [1- (3- {3- [ (2- { (E) - 
2- [4- (hU7^n/f;W 7i^iW x^~ 
;H -1, 3-^+D-^— ;u-4— r;p) ^ h*->] 7 
irjH ynKjW -1H — (5.?>J—)V-2—1A~\ 
-1, 2-7 , D/1>^-;k 3- (1- {4- [4- 
( [2- [ (E) -2- (2, 4-77Wn7iX 

M ir-W -l. 3-***i/-^-4— f;H ;* 

h^r-» 7IZJH -lH--f5^7-^-2 

r;w -1. 2-7 P P/^>v 5 ^- [1- [4- 
[4- [ [2- [ (E) -2- (4-^^7i-;W 
If-JH -1, 3-**W-)l-4- -OKI 
->] 7i-M ^;i/] -1H-1, 2, 3-HJ7V 
1- (3- [3- [ (2- { (E) -2- [4- 
(hU^l^P^^) 7i^W X.7--)),] -1,3 

-***i/-;w-4— r;w *h*->] 7i-;h 7°n 

-1H-1, 2, 3- HJ7V— ^fcKttl - 
(3- {3- [ (2- { (E) -2- [4- (hU7JP 

■*u*?-m 7i-jh if-;w -l, 3 -^-y-y 
-;i/-4— r;w) *h*->] 7xz;n yptfM -l 

H-l, 2, 3-h'JTV/-;U*fett-€-OttJ&if. 
(B) 
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(C) 

®m a b mmw v\M \Z & £ o 

[0032] (i4) nRmmssm 

(A) 

— MS'fto-fj (#j. Tvyvuym. i^h-n^, < 

A*>h*n>&, -f>#KD>». 'JtKn>f, i7Ph* 
n A = h* d >K, rfrj W\° h* p >/ 1/ h* d > 
K, ^;Uh*n>&, *Uh*n>f|, S7Kd>&, EB-1 
053, YH529&<i:) , fi£S*;HE >#&M£itl£ (MK-067 
7) . -fy'J75^>, ^7sy-^U7-f)yUH. 

(B) *f«£S, 

mtmm. us. wiitj&m±&, itteisug*>L<te?i® 

(C) 

(Dt§*anlo 

(Dff*££S*nT£3o 
[0 0 3 3] (15) 

(i5-i) wst»(®i*awftft«E*j*fcffl^5n* 

(A) J^J 

» , jte^x^W¥ffiTf#^n^-y--< h*-r > 

e>*l-5. flrttWlcte, PSMA (Prostate-Specific Membra 
ne Antigen) vaccine (Northwest Bio), Dendritic cell 
therapy (Dendreon) . MDX-220 (Medarex) , MAB-PSMA 
(Biovation), Anti-PSM vaccine (M&E Biothech), Pros 
tate cancer vaccine (Corxia), MAb-PSA (AltaRex). M 
Ab-PSMA (Northwestbiotherapeutics) , MAb-PSCA(UroGe 
nesys) 

(b) M&mrn 

(C) sam 

®m a b sieft #Bjftg k & .3 „ 

©jib*© pljgftH E R 2 »<DSSt'« Cfc«©J&awr5J 



(13) 
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(15-2) ^©te©^ 
(A) 

131I-chTNT-l/B (Peregrine Pharm). MAB-bispeci f ic-H 
ER2 (Medarex) . Cetuximab, Bevacizumaba (Genentec 
h), SK-1 MAb (Hygeia)> PE-40-MAb (BR96, BMS) . J-59 
U Anti-EGFR MAbfti:., 
(B) 

(O a* 

(DM A B ft&tf Wig S „ 
d>g"JftU!!©««. 

©^©^^he r 2 mcommzfcctzi&cDmmtfvi 
m\zis.z><. 

20 (1 5-3) %:<D®OVi?7>3t> : &MZfl&mi£& 
(A) 

MAK cells+bispecific antibody (IDM SA) . IL-2+-* 
^h*-f> (CEL-SCI). Cancer vaccine (Onyvax) . Hea 
t-ki 1 led M. vaccae (SR Pharma) , GBC-590 (SafeScienc 
e) , Cancer vaccine (ImmunoTherapy) , ADJUVAX-100-A 
(Jenner), IPS-21 (Biostar), Mycobacterium Cell wal 
1 Complex, GPI-0100 (Galenica Pharm) . Globo-H-KLM 
vaccine, BPH therapy (Zonagen) , Anti-PSM vaccine 
(M&E Biothech), Prostate cancer vaccine (Corxia) 

30 £% 

(b) 

&&«©*£#&£*. 

(C) 
©ffifft^Hlo 

(Djftt^CDBj^ttHE R 2 a©»flHC*Ufc'«©j&«!**1ir 
[0 0 3 4] (16) EGFRab -5 <^ HEGFR© fivffc-^ 5 93- 

y 

(A) fkWM 

cetuximab (IMC C225, ImClone Systems'), EGFR?^ 

(b) M&mm 

ffiiLmm. as, W5Hrie*:se, ^srtitsE. =F&m 

so «, mfi«HKt)b<tt*L«©tlS«S«, WiBSSt>b< 
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(C) Wk 

[0035] ( 1 7 ) TwrntHmmm 

(A) 

6, 7-5>.*h*->-4- (3, 4-y/N*->7i^ 
;P) -2- (1, 2, 4-N'J7 1 /-il'-l-fJWf- 

+ ; 'i >- 3 if juxt * mmw- 

7 - 1 1 8 2 6 6#4>«) 

(o &g 

(Dffl*S&&. 

[0036] (1 8) HER28t# 

(A) Attfcl 

f-5xyxv7 (;\-t^f>TM) 

(B) *Mt£Jft 

(C) 8Mt 

©jji^o^rafttHE r 2mvmm.izi&vizm<Dihmim 

IE {Cfc -5. 

[0 0 3 7] (1 9) U-f h*-f >/$r ; E:*K>H«Sli 
(A) 

(19-D 9>Ai?nmm 

(i) TNFiti 

X^^-— fe^K D2E7, CDP-57K P 

ASSTNF- a . ?I*ttTNFS*#, TNF-a^gS, JaTNF- 
afit#> DPC-3 3 3. sTNF-Rl. TBP- 
1, CDP-8 7 0, PASS-TNF-a, ISIS 
- 1 0 4 8 3 8ft£\ 

(ii) ^>^-D-f + >-lESi 

(iii) -f ^-n^f =*•>■<- 6 HtF* 

MM (&W >*-n'f*>-638#SM«, SW>*-n 
•f*>-6St#. Sant-7W>*-n^*>H}S**MStft 

(iv) -i-z-^-n-f^^-lOI 

(v) -f>*-n-f*>- 1 21§i 



(14) 

(v) -f y?--7 3LU>-a&&TS-rmm. isitfT 
N F — a l?l*£0ttH#o3£tl 
AGT — 1 

(19-2) iV?yr\vmmm 

(i) CXCR4Mta* 

(ii) CCR7JSirtl£ 

(iii) MAP^t-KBfl 

PD- 9 8 0 5 9, BRIB-7 9 6, SCIO-46 
9, SB-2 8 1 8 3 2, RW J - 6 7 6 5 7 RO- 3 
10 2 0- 1 1 9 5fc£. 

(iv) «eTPS5* 

SP-100030, NF-k, NF-kB, IKK-1, IKK-2, AP-l&fv- 

(v) u--r h*-r >m±mmm 

T-614, SR-31747, V:^* 

(vi) TNF-aXSIlMtlB** 

(vii) ^>^-P-f^>-l/3^^^|5i#« 
HMR3480/VX-740&<i:o 

(viii) -r>^-P<*>-6£Si» 
20 SANT-7^t*o 

(ix) -f>^-D-f+>-8ISl 

ii-mmm. cxcri & cxcrattRg&c. 

(x) *r*ij't>tffim 

MCP-lfSta^/it'o 

(xi) -T >^-P-f + >-2S§#:Mta* 

(xii) Therapeut ic vacc ines 

(xiii) ae^^-is* 

so -r>^-p-f^>-4, -f n-f*>-lft Bl^tt-f 
>?-u-(*>-\%®W, pI^ttTNF-aSW^, HSV-tk 

(xiv) 7 Xfc&VJ 
ISIS-104838&£\ 

(b) ttmmm 

man*, ass, m±Lmm*>L<\3.%m<Dft&u2. 

(C) 

40 ®mfcm<DmMo 

®jh«f©nJ»ttHE R 2 *<0**^*Ufc«©»**tRr 

[0 0 3 8] (2 0) I>Kt'J>§§#7>^^ 
h 

(A) JMfcfcl 

7h7t>^>; YM-598 ;TA-0201 ; 
Mb 9] 
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(Bosentan) ; 
[it 10] 




(SB-217242) ; 
[ft 1 1 3 




(SB-20967 0) ; 
[ft 1 2 ] 




(TBC- 112 5 1); 
Cyclo [-Asp-Pro-Val-Leu-Trp-] 

(BQ- 12 3); 
Cyclo C-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-) 

^7-/>75 h*3gg£, Thg(2)«2-^X-;P^U->> 

AJfi ; 
[ft 1 3 ] 




(ABT- 6 2 7) HKflnA, LU- 1 3 5 2 5 2, J 
-104132. ABT- 54 6, EP-A-436 1 
89, EP-A-4 5 7 1 9 5, EP-A-4 6 0 6 7 
9. EP-A-496452, EP-A-4 9 9 2 6 

6, EP-A-5 1 0 5 2 6, EP-A- 5 2 6 6 4 
2. EP-A-526708. EP-A- 5 2 8 3 1 
2, EP-A-552489, EP-A-5 5 5 5 3 

7. EP-A-6 2 6 1 7 4, EP-A-6 5 5 4 6 



(15) 
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3, EP-A-7 1 4 9 0 9, EP-A-81587 
0, WO 91/13089, WO 92/12991, W 
092/20706. WO 93/10144, WO 93 
/ 1 3 2 1 8 , WO 93/17701. WO 93/21 
219. J P-A-2 44 0 9 7/1 9 9 2, JP-A 
-261198/1992, JP-A-283600/ 
1 9 9 2, J P-A- 2 8 8 0 9 9/1 9 9 2. JP- 
A- 1 7 8 8 9 0/1 9 9 3. JP-A-279390 
/1 9 9 3. *fcHJ P-A- 1 7 3 1 6 1/1 9 9 5 
io E«Oft^». 
(B) ftft&A 

(C) 

[0 0 3 9] (2 1) 7>**7>»I I$«#7> 
(A) 

20 yi/+tm 7-;w5it;i'^>, ^M-tf-;^;^ -r^ 

(B) 

(o 

(DiJ^fflcoiM, 

[0 0 4 0] (2 2) istUttisf-y—VMim (C 
OX- I SiRWIfi**, COX- I IITOffifiS: 

S) 

30 (A) *#0<J 

7, 7XKU» . MK- 6 6 3. /Wr3*->7", A* 
l/3 + ->^, Ih'j34"/7". ;U5 5 3^->y, SC- 
5 7 6 6 6, f53 + -/7, S- 2 4 7 4, >?JrP7x 
-f>K □ + V7'D7i>, CS-5 

02, CT-3, ABT- 9 6 3, LAS-3 3 8 2 
6, ONO- 2 5 0 6&£\ 

(b) nmmm. 
40 (o s&m 

[0 0 4 1] (2 3) #>^y>Sf#7>^^X 

(B) ftft&A 
£. 

(C) J»« 

50 ®ffi*^*„ 
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[0 0 4 2] (2 4) ^;W->hr:>S^T>iS'rJ*-7> 

(b> tt&mm 

(O 

[0 0 4 3] (2 5) VVh7^f>S§#7>^^ 

(b) 

(C) .»* 

[0 0 44] (2 6) tDhr>5§#7>^^X 

(A) Aft ft 

7z1*y?-> (S- 2 0 0 9 8) > DU- 1 2 5 5 3 
0, NAD-2 9 9. CP -4 4 8 1 8 

(b) ft&mm. 
(o ®m 
©mvfmomm. 

[0 0 4 5] (2 7) GHRHg^T^P'^T. K 
(A) 

CMPD-lSi*. 
(B) 

(C) 

[0 0 4 6] (2 8) 7>Koy>S$*fgaii3SII 
I L- 6&£o 

(B) fcfjfc^lt 

(C) xi* 

[0 0 4 7] (2 9) 7>Hpy>*«fr56S«T* 

(B) *t#>£ft 

(C) g»* 



[0 0 4 8] (3 0) 1M h*-f >#fflWS5££ 
.(B) 

(C) 

[0049] o i) mmmmmTftmmmm 

(B) 

io (C) W¥k 

[0 0 5 0] (3 2) 

[0 0 5 1] Add-Bac kfcfcttt, Gn RH7i 
20 -X h<Z5i£#l;:J;!3jfa*©tt;fr;HE> (f^ 

aatfiH-rsiifpffl #i£*cD<gT) 

Ztizmm (£TF. Add-Bac k^tise-rsMi^ 
LTA d d - B a c k «li8oa4K«t D . ft^T*© 
so [0 0 5 2] MABfStli, WftJBlfcfcW-fcT^T© 

© 7 y h* P y >£> fpffl S y p y i7 f % fz (D 7 > f 7 > 
[0 0 5 3] GnRH7P*^7>h43J:t>*#fffl^<D#ffl(I 
itsnf. GnRHT=fnXh*fctt-€-CD»jat»fflSI 

wcisfcsn-r. 

GnRH7^XhtMit«^t$tlT 

(1) GnRH7=f-^ht#ffll|t*PlttK»Mfl:l/ 
TS6n4*-©«SJOia:4-, (2) G n RH7J-7, 

so btmmmt *w* kwsmi: lt# & 2 arosaj© 
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ra-S#«?ST©^B#«#, (3) GnRH7P*X7.h 

t m m m t * izmmit l t# 6 ft * 2 sajro iig 

-&5-m&X~(DmmZi$^T<D®J?; (4) Gn RH 
7 P*X X h £{#ffllS <k £SU* KHfflft LT» 6^2i 
»S^JCOS^SS#iglfSTcDI^B#S#, (5) Gn RH 

7d-*\- twm m t s g'j* k jwwb itt 6 ft* 2 a 

Atf. GnRHTa'-^h ; Wffl^<DMS^TC0S-^> afe 

[0054] ±mmmm^m-r^mm^ mmm io 
7^;uA^-x^>^^tr) , mm. m^m. 

it kub t»6 nx t> «t eg k we s n * s# t l t 
so. mm&mu mmitm. m^tm. mmMR&mm 

tftRftfl!. 1fl*JW, K#3J, SifflSiJ^cD^Snt) 

]MfflV>*i:<ht>TS*. 
[0 0 5 5] K»«JibT»i, «*tf?L«> S8K D- 
v>- I — ;k x>7 p >, p->x^-3\ MS-t;UP 

^JibTtt. mtf&H-tJkp-Tk e*s, D-v> 
x] — ;k x^XhUX tKD+v^DtM^n- 

tf6ft*o JMMW£LTtt, 

v"y-A, *M*y/fM?-ftHU^A, L-k 

Ttt. #j;itt£*fffl*. r;up-;k :/pkk>y'jp 
-;k vi7PP*-;k p*v», hv^nnyi, 

x^iy>^up-;k ypt:i/>^ij3-;K d-t> 
xl — ;k x*/-;k KUX75 

y/^x pkxxP-jk h'Jx^y-;kT5>, ^ 

BW-MJ9A. y-X^^MJ^A^sW^ft*., H 

m<m t ltd tf u ^ h u x* y -)V7 s 



32 

MAHWJ tfx;P7;kP-;k #'J k*x;i/kP U K>. 
*;k^^vy^;nr;kp-x^- h u -y-A, trjv-tjvn 
-7k kHo+^f^t^n-x, tFn+yif^ 

Mfti-mrnvf^tL*. mmtM£^T\%. ^«7F 
>>«f, D-y;uk*h-;k Mth'JW, yu-tu 
>, d- v>- 1 — )im<mft>nz><, mmm£i^r 

««*«l***»fSft*. *l*ft:S!liLTtt, ^JA«^> 
^;kT^p-;^*s^tf6ft*. WJKffltLTtt. «»JA 
tf/i5**->5SJB.s*xzr-;mi. ?nn7^; -;k 

s<>i?)l7))/U—)V, 7i*^7;^-;K rkHD 
B^l?, y;Pk*>^^tf6ft*. JKM<fc«ltUTtt, 
^JA«®«^«. 7-7.P^k*>R. a-h37iD-^ 
^#tf6ft*. 

[0056] effflsii*^*-r*wwtr*tj-*»ffl*off 
aa9©#«Bfc«fcoT«i!-r*a*, a#ssa±#; 

t^bT*«]0. 0 1^:^110 011%, Jff*l/<»i» 
0. lani/BOHX. S6K:»SL<J4ttO. 5 7S 
Oli%iStfe*. ^fe. WIBL^GnRHT 

p*x x h * ^w-r * (3 #f ffl si s bb£ $ ■& * #^ t> m 
»<oismm"c^. #fffl* s^*-r w*fi# 

^ ffl1fHia!l^#:K»bTfilttl»L/9 9. 9 911 
X. ffi t< HIS 1 0 & L 9 0 11X8* C 

ft6©«»itt, 8saaigK43^T)i*r-iKKffltA6ft* 

»«3W («, y-f-> (Tween) 80 (7H 
7X/^^-tS, *H) . HCO 60 (H3tys*;i/X 
S) . #Ux^k>^UP-;k tS)V^i^^)VM)V 
P-X, 7;^>R^-hU^A, kHn+^nkiM 

X3;Hf>l, fcfnJESraW-MJ">A«) , ^SffittSU 

(«»J. y»J-feU>, x*y-;M?) . ^«SiJ (M, U> 

r>A, v>xi — ;k y;Pkh-;k ^K^tt?) . p 

Hmmi mm. amiti- v u ^ a^> , 

7akjwf7^x ^>^T;kp-;p*) . 
m («. ^pkk>yjp-;k . ^^bsu 

— >»ttif©**Jft. 7PekvyU3-MfOS* 
[0 0 5 7] jSPS^fflSSS"J<i:-r*(rtt, aflt4>tt©^ 
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#*s//?-;Hr;pp— x. #y t*x-;nf du k>, t 

6 0 0 0^a fc£&*llOlyrffilBj«#U &lr> 

>^|J3-JK 8 0. -/)lu--yi; F6 

8. -t;H3-7.7-fex— h7^l/- K tHD^y^D 
K;Wf;H:Jl'n-77i'k-h, tHP+y/fM 

[0058] mx\z, <m\tt%>\z\z.. &#&»©#& 

CM. **^Bg, f-ff7"^i (^-f7"v<hy-^ 

±XBtoML&9SM£.LX\*. Mft^i7n*7"t;^ 
i#4i»0***««T**39». TIB (2) K 

w-rutftttww^fiics bT&-*?-ir § ©aw* l v>. 

[0 0 5 9] KTK, [1] {#ffl*©ftfcM*3J:tf^© 
> : E-vAt, y^5>*. ^COftfihPy^^E-;^ so 



M0.5~5 0w/v%, JfSl<H3~2 0w/v 
«©j8ffi«0. 5~50w/v%, »fb<U3~20 

[0 0 6 0] *HKH-ftfctt»«fc4iy!a*i« 
i7D=f-;i#) . israsaa <yu-fcu>, x*y-ju 

y^Hr^p-x, r+xhU» , p Hrngsaii (ttt 
ix?;k . J§fl?Sfl «yu-tu>, y^ 

*) , **ft:*f 0/F*li, ^>v?;p7;1/p-jM£) * 

pHmWffl<DlfclMlZ£Q 2~1 2»SU<tt2. 5~8. 
OlIiljltliO^ctK aW^JtiGnRHTP'XT. 

tz\m m m t mm\z «t o 5SfAS»*x»±/*j: tfu- u 

mteZ&ftoztiz&iomttmtVTm-tzzttf-ez 
*. awffl**«n, i oot~i2 it:©*# 

T5»~3 0«-J«flElP«!Wirr*©««±V». S5K#E 

[0 0 6 1] C2] *»tt«SiXttiSfttt»»I*«ttf* 
©PK 

SbVi. ^JX«> 1 0 1 IflJS#^©SPS#ffl»«[tt© 

ti> wiAtix^^-fe^p-x, ^;nr;i^p-x/ii*© 
-t;PD— 7.x— r-;m. -fejwp— xrtf- h, ±)Vu 

^7^-1-, b*x;p^l/- h^t*©#'J h* 
U I/- K/y>7- ; EXf;M ij ly- h/75 y 7;u 

*;M^^uwh*i^#. sH>j7i"jj«. *uy 
u (y^i7U;u®y^;i/) . ^uy^^u u-h, #u 
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U-b&mSW. tQfrltt'f hRS 
-100, RL-lOO, RS-30D, RL-30 
D, RL-PO, RS-PO CF^U^&X^MI/ • 

od {*9T9Vftm*?-fr • T>?v)vmx?-)i>&m& 

m UEO)*^ h*7=fy bIS (P-A • 7 7-Vtt) & 

-<7y>rZ (7P-f>hili) &£*) &i:<DS!fl;tlih * 
JkfA*?-;/^;*., JiBSS?^'J-feU>X7>?-;k A 5 7^ 10 

t'co 9 -7 ? * u ^ u -t u >mmmtt7-)vm 

[0 0 6 2] Wtt#UV-tUT!t &14©»KtS£ 
fU pHttfftt©IWS*t#U * L < , W 

'jY-«UbH. £©J;3fcittt©aWi*S#L pH 

©ffi^H £ i^f # 'JV-tbTH 
- (Carbomer) 9 3 4 P. 940, 941, 974 P. 
9 8 0, 1 3 4 2^1, -tfVfi-tfy-i )V (polycarbophi 20 
1) , tUV'y^L.^) 7-f )V (carcium polycarbo 
Phil) (ftEttHtfttB Fi^y F 'J y?tt«) , A< 
0 104, 105, 304 (Wfftfc 
fnftMH («) S3) fc£^&te£!#U 7 *U 

[0063] &&&®m\zm^nzfcmm\$m.iti&vi 
v-7°nfcf;m;n3-x. t h*n^->7 p ntf;b^^;nr;i' 30 

D-X. rtJUtf^v/^H^l/P— X^hU^A&t*© 

y^m^p-x. #>J t*x;nfpu 
#U b*x;U7^p-;p, :)5 | Jxfi/>^ij 

3 0&V>Lift9 0 % (w/w) , SfSKtt 
ij$3 5&t^bift8 0% (w/w) , SSfcSfSKttiKH 
0&(^L7 5% (w/w) , «Bttsl*DV-©^*tt|Q 
3SUL»3 0« (w/w) , »*U<tttt3feV»L»l 
5 % (w/w) 4&K*!i;MR*tt'lfcJt&£ £ tr^A/T 40 

sm*5 5 0 % (w/w) £TF, »*U<»i»5~«40X (w 
/w) , S6II»*U<JiiB5~#«|3 5% (w/w) 
^^T±I2% (w/w) tittKfflft#>&8tt W. tK, ^ 

[0 0 6 4] fttii&mMte, ttTCMit5ioi:i«i 
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i. gag&^trSEONfi 

50^12, 0 0 0 /tm, ££HfiF£b< teii95 0 0 
fcHLttl. 4 0 0 tfmT**. tftOMSttaftOfiifi 

JWW. «§»aj, iMWd, j»efl:»fftJB*b, 

■5. &CQHt>^»i, «0. 5frV>biB9 5X (w/w) , 

ff*l/<ii«5. 0ftnLft8 0X (w/w) , 
b<Ji»3 0&V»l/tt7 OX (w/w) T-&3„ 

[0065] «fc^snaR»ffliUTtt, «*tfe 
«t, ?Ltt. v>xl — ;k £Mm-x&<i:cD«tgt, m 

^s-t;>p-x, u>»*;^fix, p->t>^- 
ntatfimtozti*. tTfe. ^s-fe;pp-x, a— > 

)V7)Vzi—)V, tHo+y/a^tJln-x, #'Jx 
fi^>^|jn-jK #utfx;nfp'j H>, y;pD=7 

-7,*;Py9A (ECG505), £ DZAJW P— X^" h U 7 
A (Ac-Di-Sol) , **S#Ufcfx;HfPU K> (i^PX 
*k'H» , fiSMt HP^v-ZPtfiHr^P-X 
(L-HPC) «fTt>. tHn + ^a 

tf;Hr;i/P-x, #'J tfx;wbTP'J h*>, fillSt h' 
p^->^ptf;HrJPP-x*W*bVi,, ftftffll. 

[0066] ^«±fe$aig^^-trfc, «^.tf»©4>*£> 
^y-;u, x^y-;i/^£) <ff©aatt*ac*»Lfc 

WSfgliftl 0 0 #mfcnL£jl. 5 0 0 (irnT* 
r-Sfcftt:. R«?WC«©Siiif**BbTt>J:^. ESS 
««fflH6n5. K^Jti, »*b<tt*'Jx5 1 k>^U 

mzmrz^mm. i*)^L<ttkh*p*y7"n^ 
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lr>6ft*. KRf«JWtH5Sf€fl:a9tLTa5», ?x> 

*©*Mtt«fc»UTmfc^W9l 5% (w/ 
w) . Jf*b<tt»lftUL#5jl 0% (w/w) . SSlC*? 

*u<n«2ftvib»8x (w/w) t$>%, rnmmm 

[0 0 6 7J II..«©«BH9K«fc*«« 

2tLT#9lftV»l/|&9 0X (w/w) . £?£L<«&5& 
V^»50% (w/w) . a6l:ff*Ktt»5)S:^b3 
5% (w/w) T&S. 

[0 0 6 8] *«3WJ*0*litUTtt*Xtt*«*«t* 

M»tfc) tt, lfeULl 0 0 %©«BT^k£it-g>;i£: 
#*L<Hlfc^l/»3 OXTfc*. 

7-khxMJJk ^PP/fc^A, ^fl/>?D7'f Kfe 

x^r;i/3-;i/, < y e^7*3-^«M*af * 

T»*i/<fflv»6n*. £©p#. ^gt^nnftiit 
«t"ic*««iaBSaefl:ofc»»r«E», *x>&, pa? 

X?7'J>im->!7A. ^f/U^M 
->^7A, «»*i*^afc££»iRSa£bT, yj-fc'J 

;k tt)\>7)lzl—)V. 7f7 V)V7)V3—)\,tS.ti$:Bl 



[0 0 6 9] X&ttBffltt. aft 

■set****) ^^tfeiv^ mm>tiz>mffl&, 

CHJlsnftV*. «*tf«PlH»»aMj©RJBai£UT 

(Jfifcj* (t*) B. 7*h*-tr;WPHi 0 , t»ti, 

^-^.-m 

ifsn. »*l/< tt3->x^-^43J;Z>"T>x h-;w 
£#UH»f 6 ft -S . Z. ft 6 ©RPSN tt-SX ± 

M4iC»lT, «jltf»4. 5~^J9 9. 4w/w 
X. «FS U<tt«2 0~&9 8. 5w/w%, S&KIJfiF 
^KIJ^3 0-i!)9 7w/w%tSi§ e ji^ttSSfltC 

5~fft9 5%, »Sb<tt*5ll~tt6 0X©ieH*»6)i 

[0070] xttttwtiAtspBaaiMo*^. a*± 
Brtfl'KiinAT, uOipftiWJ 

A (Ett*£i8. ECG-5 0 5) , *PX7j;U*P- 
Xth'J^A («*.«. JiftfiSc (W0 & 7*5?'/ 
;W . d7DX#h*H> BASF&B, 3 U H 

>CL) . teS&Sfc: KP^->7Dtr;Hr;WD-x (« 

(») ) . M^y/f^^-fthU^ (*#t 
i4X7d^7). gP^-a{b^>7 p > (MfbfiK 
(«0 S. PCS) fc£)WBV>Sft. «^.tf*tSH»b 

»Mi:©|l(|^+^S^**iff;«fc«3«e*J!DI«S-tt- 

st>©*fflVi<5^ tA«T#So ^fte>©w«^j«, —a 

«itJi»0. 0 5~i^3 0w/wi $f*L< tt*>)0. 
5~*51 5w/w%T£3o 

[0071] jfifettsa^sp@sia^JT*s«^. e 

tf;p/^;nr;i/p-x, *;^*->^^;ht;up-x, 
jH'J t*x;ptfp'J H>, 7;P5>. r*xh'j>* 
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7U>i7y*^A, ^;Pi7, g»«*^r<i? (09*. 
tf. 7XD5W (B*7XDJ?;W ), #E«tt39 (09 
Atf, 7;W«&;TMJ?Afc<h*©7x:*>S5#Hfil 

. # u **->x?- i/ >iBte»xxx;p*±^# u * 

»Bits«FD-5s (rtvuvz&w mzm^xm 

mmmmm^tmz-^xDmniSL^sm 30 

[0 0 7 2] [3] ST®, /tyfc^XttPKrtjSJSJ* 

V». £7c. «jR*f, eBfcffl. *#Sttt* 40 

£7c> ftJK«M£U £#l*}fiJffl^£S5#£7c*I>fl/3 
# (09. tKn+y7nt^-|3-/?pf+Xh'J> 
tt, an, SIS, D-v>-h-;P, x>^>, 



#9 

V*. vaiftatbTHJftft^-hu^A. ^;up-x, 7 
&\zy>-h-mw&v\,\ uxtttta 

-tr;i>p-x, x^;nr;i/P-7., as«tt#u fcfx;pt:D 

«*^->^A&af©»iBtta*ttfi#*«*»f 
«MHz;H3-x (09. Wta-fe^n-^fcC) 
Vi. *#ffttt#UV-£L-Ttt#A (09, h7^*>h 

#a, Ttsyy-nK. V7- ha) . 7)\,#>mA 

(09. 7M>Sth'J^A) . -fc^n-XSMM* 

X, bh'D+y^fJWD-x, tHD+y7ne* 
-fc;UP-7>, kKP+yyn^MfM^a-x) . 
-fc*5fp>. *^14t : >^>> #U7i"J^SI (09, *- 
— ) . *u^^^u;^, #>J \i—)V7)\>n— ;k 
^Ux^ly>^Un-;K ^iJk'^Jl/kDiJ KX #'J 

# - # 7 ^ ;k 773^f>i/w5f >m.ws. zwrn 
tfen, k^n^y7"nk;^f;i't;PD-x < 

•t^P-x, #U b*x;nfpy K>, #'Jifl'>i* ,| J 
p-;l/^i'^»*bv^. #(3b h*P*y7nk/Mf* 

7A, 7xa*k , >i, yu->>, m.mm± b u «7A^ 

[0 0 7 3] ST^, Ayfc^xaPttrtfcJKfcaitt, 
LAcm^^J. ^TKttffl^, *Mtt*'Jv 

[0074] ttKjUitttt (7^;ua) tfigaj-r**^- 

fi. tKn+->7a^tfa-7, kh'D+y7*nk 

f#e>nS^*Sil®$^:T(cast)7>f ^Att 
■5. ^e»tr. isjMKW, ft^ffl. HfbKitail. «#^J, * 
eS"J> SffiH. -tf"*a&£©*ffl«£m*Tt>J:ir». 7 
w;wAfca*©»tt*#A-&fc»#ux5 l u>yij p- 

■&7c0, PK«)ttR5-fx>y^©7^;UA©«#*J« 
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m-fcmz (»s l<ijio~iooos^d >mso 
[0 0 7 5] »*L^PHrtawi«afcbTtt, ami* 

H#*©K*aj««I*» 6*«*#*f * Z £ \Z «t o t# e> 

ns. KnttAXJHVAioiajSttf ten. #fffl*tiPA 

»£bn. K^hUy^^»*JHtbTtt-tf9^>!«. 
x*X h U >«fc Setters, *MtfcZ>tnztt/lzi (p 
syl 1 i urn) 9 >r\ 9 is. £©»*tt 9 >rt b < tt 

X I — Jk 5^7 h-Ts, Jj?t> h-x 

&£W;:hWNn-xfc<i:©«ftg ; ^af+XN'J > 
&£*©Sltttt« ; U h 'J 9 A. *fl2^- h U ^Aft 

L-75-X L-7X/^*>S^ L-y;P^5> 
K> L-th'D'y^n'J>> L — fVO-f L- 

m*2fr$ 1 2ST©75y'R&£#£3:ft*. Vh'J 

©wc, ®wix\mMWiWzmA-rz>z£&Ttz>. 

Tlr*Tt><fc<. *fc*iifgttJW«t»»S*lT#fibTV^ 

Tt>«k^. vh'j '^xMSJ^cvh'J y:7X£^ 

to 0 7 6] &wm. mtmsm, mtn 

m<k&m& «fc ox u x • t > h* • x^ 5 Ktt© fd& 

C 2 %5I/CFD&Cl/7 K4 0^i*©FD 



42 

A, 7-feX;PXx-AK^e ) 0ttI^'7V^>^i;^^ 

-f>*^*n*. wwKKtaiKtto. i~&5oms 

»1»-»6 0»OW, b < 1 1 5 

#©W. £D#£b<teii92#~£j5#©Pfll;: 

fc, 36dffSL<ttlft^b.l.O t*«rt P 

[0 0 7 7] ±EK»S9©IW9^#fr»r*^W*H. 
|S)10~iS9 9ii%. £?£b<te*>)3 0~&9 OMt 

x h u >mm#<Dmm±mz$t-r z><smm\t 0 3 0 
mxt**. miRmomm^mzM-r^^mit. m 
0. oi~^ioa»%, «FSb<»a*5ii~»5S«x 

1~&9 0SS%> #2;b<te. *5 1 0~®7 011% 
1~*«J5 0«S%, fftK(ig)10~«)3 011%T 
*530. l~*930m*%. j?*b<tt*51 0~I52 5!l 

0. i~>K)i oii%, &i£i,<\zmi~m5mm%-v 

[0078] #fffl*^#*-r?>M^j©e-¥*«, mmm 
<omm. mm. »#jwm 

^fi^6 0kg) -A*fcO, ifi#, ftfflltbT, 
n-etll Bi^O. 01-151 0 0 0mg/kg. fftKtt 
*SJ0. 0 1 1 0 0 ig/kg. J: Off * K ttft 0'. 1 
~m 1 0 0mg/kg, tO^ttiKlO. l~^50mg 
/kg£, 5~^)3 Omg/kgSr 1 B 1 0 

$>Z>. ff«*tl/TO-Hfi!41tt. ^«©SS, S# 

m«©¥», m&&m, &5-comm, m 

0.001~2 0 0 0mg, $f*b<«^0. 0 1~5 0 
Omg, S6tC»*b<tt, iS^JO. 1~1 0 OmggK, 
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[0 0 7 9] flfffl***Wr*«3B*Sl#1-5KIRbT 
GnRH7^7 h^4l/Tt)=t^L, GnRH 

B«l*i, ft£L<l$l 0#~1 B«I*K «fci3#*b<te 
1 5#~lB#P B mrtttGnRH7rf-Xb£&#T;g>* 

£##tfSn£. GnRH7a*-7i K^$fetlS#-r^« 

GnRH7^h*ft#l/ft«, 1»~1BK 
ft, ^L<HlO»~6Wm «kD»*L<ttl 

5»*6 1 * mart fc#ffl»*«-*r*#tta«*tf &*i 
s. 

[0 0 8 0] ^IttCEiSftiJR'J^^ KK* 

-f-51f£\ IUPAC-IUB Commission on Bioche 
mical Nomenclatures J;5I6^&5 Wi^SEfl-Sfft;:^* 



Abu 
A i b u 
A 1 a 
A r g 
G 1 y 
H i s 
I 1 e 
Leu 
Me t 
N 1 e 
Nv a 1 
P h e 
Phg 
Pro 

(Py r) G 1 u 
S e r 
Th r 
T r p 
Ty r 
V a 1 
D 2 N a 1 
D S e r ( t B u) 
DH i s (ImBzl) 
PAM 
B o c 
Fmo c 



C 1 - z 

B r -Z 
Bz 1 

C 1 2-Bz 1 
T o s 
HON b 



2-757 
77-> 

kXfy> 
-f y n-f ->> 

y:F;f-> 
7"DU > 

-tru> 

^Pv> 
A* 'J > 

D-3- (2-1-77)1) 77^>SS 
0-tert-^;i'-D--tU > 
Nim-^>c;;p-D- tXfy> 
7i-f7t^5 h*y^ 

t - 7^:*+ jy 

9 - l/ZJW 3-)l-**ri't> * 

(1) 7Q*y7i> 

(2) ft« 



2-7nD-^yyM+y*;i/ 



2 -^nt— ^>5?;v**'>*;i/ 



3- hKo+y-3, 4-ytF 
2, 3-^> , /hU7y> 

4- y^;y^>v;y 

t -^h^->/^;y 

yrhD7i^ 

N, N' -vvi7D^\^->;y7j;y 



2, 6 -yyUD^>yJl/ 

N-fcHD+y- 5 -y;M*;y* 
io >-2, 3-y^+y-TSF 

HOB t : l-kHn+y^>v'h'J77- 

)V 

HOOB t 
n-4-^7- 
Me B z 1 
Bom 
Bum 
T r t 
DNP 
20 D C C 

[0 0 8 1] 

[o o 8 2] ###11 ^Ua-ypy'J^tv^ 

6. 7m 1 ra^@7K(C^U3.-7 P Dl/'J>5. 8g£ 

^fl: 1 5 0 00) (5 1. 6 g) Z'StiVtruu 
so ^^>»»13 8gfiiJllU *-hS = 5**-T9 
fl-Rlft#?UIS :*56 0 0 0 rpm) 1 

st^nsufc. z.n&^t?)®m. mm^mcumizm 

mVfzO. 1%#VX=.-)IT)VZ1-)V (PVA) *i§ 
JK13. 5LKin*.T?Lfl:bfc:. #^3^ 

I57 0 0 0 r prnTSUbLfc. :0W/0/WIv;|/y 

f£&&) . f#e,nfcV-ri7D7ay-t;P<£:7 4 xtmW7;y 

#K PVAS»4l/ft», 4>»©*T¥S#8tL-DV>- 
h-;y8. 7g£i§fl, SSiB&, «Ett«E*bfc. KM 
l5©«fiflH4ffc*l;:±#3li\ ft$&5 2 < CT6 9mffl$t 

7c. £ ©&f£T 1 5 % D - V > ~ h -;U-^WC0 V-f £7 P 

[0 0 8 3] 

5. Omg 
2 0. 0 mg 
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(3) mm* 

7a+->7i> 5. Omgi5J:0^1£2 0. Omg£$?g* 

.11/. «a^:f : l : Tt'2inl©7>7';Kr^*-r'So 7>y* 
#*0il3 
(1) 5D*-/7i> 
(2) 

(3) NWD3->«|& 

(4) hWD3i« <©?>#) 

(5) XfT'J^V^y^A 

(6) *;K*f/fA'"Wl'n-7jtl*5'9A 

If 



[0 0 8 4] 



**fc«v»±B (1) 



(6) &s^u n&mizkvn 



[0 0 8 5] HOfi0U 



5 0 mg 
3 4mg 
1 0 . 6mg 
5 m g 
0 . 4 m g 
2 Omg 
2 Omg 
[0 0 8 6] 



(51) Int. CI. 7 SIS'JfE^ FI f-n-K (##) 

A6 1K 31/42 A6 1K 31/42 

31/4535 31/4535 

31/506 31/506 

31/663 31/663 

38/00 A 6 1 P 3/14 

A 6 1 P 3/14 5/06 

5/06 9/00 

9/00 13/08 

13/08 15/00 

15/00 15/08 

15/08 15/12 

15/12 19/08 

19/08 25/28 

25/28 35/00 

35/00 35/04 

35/04 43/00 1 2 1 

43/00 1 2 1 C 0 7 K 7/06 

// C 0 7 K 7/06 7/64 

7/64 A 6 1 K 37/02 
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F^-A (#5t) 4C076 AA61 CC30 DD38 EE06 EE24 
4C084 AA02 AA20 BA01 BA08 BA09 
BA17 BA23 BA24 CA62 MA02 
ZA16 ZA36 ZA81 ZA96 ZB26 
ZC03 ZC21 ZC75 
4C086 AA01 BA08 BC21 DA34 GA04 
GA12 MA02 MA04 NA05 ZA16 
ZA36 ZA81 ZA96 ZB26 ZC03 
ZC21 ZC75 
4H045 AA10 AA30 BA14 BA15 EA20 



